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~ The MAILING DATE of this communication appears on the cover sheet with the correspondence address — 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE three MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR i .1 36 ia). in nu event, however, may a reply be timely filed 

after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will 

be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this 

communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 

earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)1x1 Responsive to communication(s) filed on Jan 17, 2002 . 

2a) □ This action is FINAL. 2b) (xl This action is non-final. 

3) □ Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11; 453 O.G. 213. 

Disposition of Claims 

4) (x) Claim(s) 1-4, 6-8, 15-17, and 19-21 >47are pending in the application. 

4a) Of the above, claim(s) is/are withdrawn from consideration. 

5) □ Claim(s) is/are allowed. 



6)K Claim(s) 1-4, 6-8, 15-17, and 19-21 

1)U Claim(s) 

8)D Claims 



_J^fare rejected. 
_ is/are objected to. 



are subject to restriction and/or election requirement. 



Application Papers 

9)D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are objected to by the Examiner. 

1 1 )□ The proposed drawing correction filed on is: a)D approved b)D disapproved. 

12) D The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

13) 1x1 Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d). 
a)K All b)D Some* c)D None of: 

1 . K Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. 



3. □ Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
*See the attached detailed Office action for a list of the certified copies not received. 

14)D Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 



Attachment(s) 

1 5) O Notice of References Cited (PTO-892) 

16) O Notice of Draftsperson's Patent Drawing Review (PTO-948) 

17) (x| Information Disclosure Statement(s) (PTO-1449) Paper No(s). 1 1 • 



18) □ Interview Summary (PTO-413) Paper No(s). 

1 9) O Notice of Informal Patent Application (PTO-1 52) 

20) □ Other: 



U. S. Patent and Trademark Office 

PTO-326 (Rev. 9-00) 
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Serial Number: 09/142,597 
Art Unit: 1645 

DETAILED ACTION 
Request for Continued Examination 

1) A request for continued examination under 37 C.F.R 1.114, including the fee set forth in 
37 C.F.R 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 C.F.R 1.114, and the fee set forth in 37 C.F.R 
1.17(e) has been timely paid, the finality of the previous Office action has been withdrawn 
pursuant to 37 C.F.R 1.1 14. Applicants' submission filed on 01/17/02 (paper no. 15) has been 
entered. 

Applicants' Amendment 

2) Acknowledgment is made of Applicants' amendment filed 01/17/02 (paper no. 16) in 
response to the final Office Action mailed 03/21/01 (paper no. 10). 

Status of Claims 

3) Claims 1 and 15 have been amended via the amendment filed 01/28/02. 
Claims 1-4, 6-8, 15-17 and 19-21 are pending and are under examination. 

The Cowden Declaration under 37 CFR 1.132 

4) Acknowledgment is made of Applicants' submission of the Cowden Declaration filed 
01/17/02 (paper no. 17). 

Prior Citation of Title 35 Sections 

5) The text of those sections of Title 35 U.S. Code not included in this action can be found 
in a prior Office Action. 

Prior Citation of References 

6) The references cited or used as prior art in support of one or more rejections in the instant 
Office Action and not included on an attached form PTO-892 or form PTO-1449 have been 
previously cited and made of record. 

Rejection(s) Maintained 

7) The rejection of 1-4, 6-8, 15-17 and 19-21 made in paragraph 7 of the Office Action 
mailed 06/21/00 (paper no. 7) and maintained in paragraph 12 of the Office Action filed 03/21/01 
(paper no. 10) under 35 U.S.C § 1 12, first paragraph, as being non-enabled with regard to the 
scope, is maintained for reasons set forth therein and herebelow. 
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It is noted that Applicants have amended claims 1 and 15 by replacing the recitation "a 
species of Coxiella" with —non-infectious Coxiella burnetii—. 

With regard to the scope of the broadly recited "autoimmune disease" and "one or more 
antigenic components", Applicants contend that "the cited references support the use of an hsp 
antigen of C. burnetii for treatment of autoimmune disease". Applicants point to a passage from 
an unspecified "cited reference" as allegedly teaching the alignment of "the 2-kDa" polypeptides 
from C. burnetii and M. leprae. Applicants assert that immune recognition of a protein is 
dependent upon tertiary structure and that even a single amino acid change at a critical point in a 
given protein can completely eliminate induction of an immun response to the protein, let alone a 
45% alteration in amino acid sequence. Applicants contend that a cell-mediated immune 
response can be raised against certain T cell epitopes found in hsps of mycobacterial species. 
Applicants assert that there was no evidence for the induction of arthritis in any of the treated 
animals described in the present specification. Applicants state that van Eden et al teach that 
hsp antigen actually prevented the induction of arthritis in the treated rats. Via the Cowden 
Declaration, Applicants submit that various fractions of C. burnetii are effective in the treatment 
of IDDM "while other fractions are without such activity". The Declaration submits that the 
CMR residue remaining after delipidation of whole C. burnetii and a DMSO extract of whole 
cell C. burnetii were effective in "inhibiting the onset of IDDM in NOD mice", whereas the 
components of the extracted lipidic material, CME, and the LPS fraction of C. burnetii are 
"without such activity" [Emphasis added]. 

Applicants' arguments have been carefully considered, but are non-persuasive. No 

mention was made of a "2-kDa" polypeptide in paragraph 12 of the Office Action mailed 

03/21/01. Instead, the example of hsp was given to establish that the entire scope of 

"autoimmune disease" and "one or more antigenic components" is not enabled. From what is 

widely known in the art, it can hardly be argued that microbial HSPs are not associated with 

autoimmune consequences, including arthritis. Even post-filing references teach the autoimmune 

potential of microbial HSPs. For instance, Willis et al (US 6,066,333, filed in September 1995 

and issued in May 2000) disclose the following: 

Immune responses to HSPs can be highly cross-reactive and even auto-reactive due to their extensive 

inter-species amino acid homology. Immune responses to HSPs have already been implicated in adjuvant 
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arthritis in the rat, pristane arthritis in the mouse, diabetes mellitus in the non-obese diabetic mouse, 
rheumatoid arthritis, systemic lupus erythematosus, atherosclerosis and in human surveillance. Therefore, it 
appears that HSPs may have a paradoxical effect in pathological conditions, having a cyto-protective effect 
on cells and tissue in stressful environments, but eliciting a detrimental immune response in some 
autoimmune diseases. 

That the entire scope of the instant claims is non-enabled is established herebelow, now 
using the data provided in the Declaration filed by Applicants. The Cowden Declaration renders 
the hsp example unnecessary by providing the prima facie evidence contrary to the Applicants' 
arguments. The Declaration establishes clearly that the entire scope of instant claims is non- 
enabled. The data provided therein shows that while some antigenic components of C. burnetii 
(the CMR residue and the DMSO extract) delay the onset of one specific autoimmune disease, 
IDDM, as observed during a period of 200 days, other antigenic components of C. burnetii (a 
CME component and the LPS fraction) did not. The Declaration further establishes that the 
IDDM-delaying effect of one antigenic component of C. burnetii, such as the CMR residue or the 
DMSO extract, cannot be extrapolated to another antigenic component of C. burnetii, such as the 
CME component or the LPS fraction. The inoperative antigenic components of non-infectious 
Coxiella burnetii necessarily fail to meet the how-to-use aspect of the enablement requirement of 
35 U.S. C. 112, first paragraph. 

Furthermore, neither the specification nor the Cowden Declaration provides any data 
showing that a non-infectious Coxiella burnetii or any of its antigenic components "prevent" the 
effects of IDDM or any autoimmune disease in a mammal. There is no certainty that the 
"membrane/wall preparation" or an "endospore preparation" of Coxiella sp. recited on page 6 of 
the specification would inhibit, prevent, ameliorate or delay the onset of IDDM or any 
autoimmune disease in a mammal. The Webster's II New Riverside University Dictionary 
(1984) defines the term "prevent" as "to keep from happening". Autoimmune diseases, including 
IDDM, are complex diseases involving different aetiology and mechanisms. The specification 
does not support a method which keeps the process of any autoimmune disease from happening 
in a mammal, especially beyond the study observation period of 200-300 days. Additionally, 
there is absolutely no evidence that a non-infectious C. burnetii or one or more antigenic 
components therefrom would inhibit, prevent, ameliorate or delay the onset of a myriad of non- 
IDDM autoimmune conditions that are known in the art, including those recited on page 5 of the 
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specification: pernicious anemia, autoimmune chronic hepatitis, ulcerative colitis, primary biliary 
cirrhosis, multiple sclerosis and systemic lupus erythematosus. Instant claims are viewed as not 
meeting the scope of enabled provisions of 35 U.S.C § 1 12, first paragraph. The rejection stands. 
Clearly, the full scope of the claims is not commensurate with the enabling disclosure. Undue 
experimentation would have been required at the time of the effective filing date of the instant 
application for one of ordinary skill in the art to reproducibly practice the full scope of the 
broadly claimed method "for preventing an autoimmune disease" by administering to a mammal 
non-infectious Coxiella burnetii or any of its antigenic components. The ability to reproducibly 
practice the full scope of the claimed method is well outside the realm of routine 
experimentation. 

8) The rejection of claims 1,2, 15, 16, 20 and 21 made in paragraph 12 of the Office Action 
mailed 06/21/00 (paper no. 7) and maintained in paragraph 13 of the Office Action mailed 
03/21/01 (paper no. 10) under 35 U.S.C. § 103(a) as being unpatentable over Zhang et al {Acta 
Virologica 38: 327-332, 1994), or Gajdosova et al {Acta Virologica 38: 339-344, 1994), each in 
view of Levy et al {Eur. J. Epidemiol 5: 447-453, 1989, abstract), or Roue et al {Lancet 341: 
1094-1095, 1993), is maintained for reasons set forth therein and herebelow. 

Applicants contend that the claimed invention is not obvious over the cited prior art, since 
Zhang et al and Gajdosova et al do not teach a composition for preventing, inhibiting, or 
ameliorating an autoimmune disease in a mammal, and that neither Levy et al nor Roue et al 
remedy this deficiency. Applicants state that neither Levy et al nor Roue et al teach or suggest 
that the compositions of Zhang et al or Gajdosova et al would be effective in preventing or 
treating the effects of autoimmune diseases. Applicants assert that the findings of Levy et al or 
Roue et al do not appear particularly relevant to the claims of the instant invention. Applicants, 
however, acknowledge that autoimmune response "can and do occur" following a bacterial or 
viral infection, that "the potential for production of autoimmune phenomena following any 
infection is real and well noted in the medical literature" and that the "phenomenon is extremely 
well known in the literature". Applicants state that this phenomenon is not unique to Coxiella or 
mycobacteria or even to bacteria. Applicants provide a detailed discussion on the autoimmune 
disease induced by acute disseminated viral encephalomyelitis. 
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Applicants' arguments have been carefully considered, but are non-persuasive. The 
Applicants' discussion on autoimmune viral diseases does not appear to be relevant. Applicants 
are reminded that if Zhang et aL 9 Gajdosova et al. 9 Levy et aL and Roue et al. expressly taught 
the use a Coxiella burnetii composition in a method for preventing, inhibiting, or ameliorating an 
autoimmune disease in a mammal, these references would have been applied to reject the instant 
claims under 35 U.S.C § 102. Instead, the references are applied in a rejection under 35 U.S.C § 
103. As acknowledged by Applicants, both Levy et al and Roue et al teach the autoimmune 
nature of Q fever. As set forth in paragraph 12 of the Office Action mailed 06/21/00 (paper no. 
7) and paragraph 13 of the Office Action mailed 03/21/01 (paper no. 10), Zhang et al or 
Gajdosova et al teach a composition comprising a purified antigenic outer membrane protein 
component, phase I killed whole cells or Cb I (i.e., QFA) and/or outer membrane components of 
Coxiella burnetii contained in a pharmaceutical^ acceptable carrier or an adjuvant, and a method 
of administering the same to mammals to induce immunity and confer protection against Q fever, 
a disease recognized in the art as being autoimmune in nature. Q fever is viewed as inherently an 
autoimmune disease. The Office has clearly established a prima facie case of obviousness. The 
rejection stands. 

Rejection(s) under 35 U.S.C § 112, Second Paragraph 

9) Claims 1-4, 6-8, 15-17 and 19-21 are rejected under 35 U.S.C. § 1 12, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject matter 
which Applicants regard as the invention. 

(a) Claims 1 and 15 are vague and indefinite in the recitation: "preventing, inhibiting, 
.... or ameliorating" the effects of an autoimmune disease, because it is unclear what the 
differences are between these terms. It is not clear which symptoms or markers represent 
preventing, inhibiting or ameliorating effects. 

(b) Claims 2-4, 6-8, 16, 17 and 19-21, which depend directly or indirectly from 
claims 1 and 15, are also rejected under 35 U.S.C. § 1 12, second paragraph, as being indefinite, 
because of the indefiniteness or vagueness identified above in the base claims. 

Relevant Prior Art 

10) The prior art made of record and not relied upon currently in any rejection is considered 



Serial Number: 09/142,597 
Art Unit: 1645 



pertinent to Applicants' disclosure: 



Williams et al. {Infect. Immun. 51: 851-858, 1986) disclose a vaccine comprising 



phase I Coxiella burnetii chloroform-methanoi residue (CMRV) which induces active immunity 
against Q fever in mice (see entire document). 



11) Claims 1-4, 6-8, 15-17 and 19-21 stand rejected. 

12) Papers related to this application may be submitted to Group 1600, AU 1645 by facsimile 
transmission. Papers should be transmitted via the PTO Fax Center located in Crystal Mall 1. 
The transmission of such papers by facsimile must conform with the notice published in the 
Official Gazette, 1096 OG 30, November 15, 1989. The CM1 facsimile center's telephone 
number is (703) 308-4242, which is able to receive transmissions 24 hours a day and 7 days a 
week. The RightFax number for submission of before-final amendments is (703) 872-9306. 
The RightFax number for submission of after-final amendments is (703) 872-9306. 

13) Any inquiry concerning this communication or earlier communications from the 
Examiner should be directed to S. Devi, Ph.D., whose telephone number is (703) 308-9347. The 
Examiner can normally be reached on Monday to Friday from 7.45 a.m. to 4.15 p.m. except one 
day each bi-week, which would be disclosed on the Examiner's voice mail system. A message 
may be left on the Examiner's voice mail system. 

If attempts to reach the Examiner by telephone are unsuccessful, the Examiner's 
supervisor, Lynette Smith, can be reached on (703) 308-3909. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the Group receptionist whose telephone number is (703) 308-0196. 
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.nflammahon (in-na-ma'shun) [ L. tnfla^^Jgj,; f.; 
m. in, + flamma., flame ]= A fundamental patholbric 
process consisting of a dynamic complex of cytoT&c a?d ' ' 
h.stolog,c reactions that occur in the affected blc^vessds : 
and adjacent t.ssues in response to an injury S3 ' 
stimula ,on cause* I by a physical; chJicS. o^ ffi i 
m„™i nc ^ d,n 8 «> «he local reactions and reiulHng *>? 
morphologic changes. (2) the destruction or removalof 
mjunous material, and O) ,he responses «ha, ,6 r^dr ^ 



